). The decrease in frequency was accompanied by an increase in the burst duration from 125.7 Ϯ 14.2 ms in control to 145.2 Ϯ 13.9 ms in SR141716 (2-3 hr; n ϭ 10; p Ͻ 0.005). Lipophilic antagonists like SR141716A display a slow speed of penetration into the notochord/ spinal cord, and the resulting decrease in the locomotor burst frequency had a slow time dependence with no plateau reached after 2-4 hr of its application ( Figures  2B and 2C) . In experiments in which a shorter (30-45 min) application of SR141716A was used, the locomotor frequency recovered gradually during washout (data not 
Induced by WIN55,212-2
To ascertain that the agonist WIN55,212-2 and the antagonists SR141716A and AM251 act on the same candepolarization of network neurons (Kettunen et al., 2003; nabinoid receptor subtypes, we tested the effect of Krieger et al., 1998 Krieger et al., , 2000 . The increase in the burst WIN55,212-2 on the locomotor burst frequency in the frequency might also result from a release of endocanpresence of these antagonists. SR141716A (5 M) counnabinoids following activation of mGluR1. To test for teracted the increase in the locomotor burst frequency this possibility, we first examined if the cannabinoid induced by WIN55,212-2 (5 M; Figure 2E ). In control receptor agonist WIN55,212-2 (Pertwee and Ross, 2002) preparations, WIN55,212-2 increased the frequency of could mimic the mGluR1-induced increase in the locothe locomotor rhythm by 30.0% Ϯ 6.5% (p Ͻ 0.001; n ϭ motor burst rate. A notochord/spinal cord preparation 5; Figure 2F ), while in preparations pretreated for 2-4 hr was used, and fictive swimming pattern was induced with SR141716A no increase in the locomotor frequency by NMDA (50-100 M). The changes in the locomotor could be induced by WIN55,212-2 ( Figures 2E and 2F ). rhythm were monitored by recording ventral root activity
The slight decrease observed in Figure 2F (open bars) from both sides of the spinal cord ( Figure 1A ). Applicais presumably due to a blockade of the effect of the tion of WIN55,212-2 (5 M) during ongoing NMDAendogenously released endocannabinoids. Furtherinduced fictive locomotion gradually increased the burst more, application of WIN55,212-2 (5 M), SR141716A rate ( Figures 1B and 1C) . In total, WIN55,212-2 signifi-(5 M), or AM251 (5 M), in the absence of NMDA, was cantly (p Ͻ 0.001) increased the frequency of the locounable to elicit any locomotor activity or induce any motor rhythm from 1.8 Ϯ 0.3 Hz to 2.3 Ϯ 0.3 Hz (n ϭ change in the membrane potential of motoneurons 5; Figure 1D ). These results suggest that cannabinoid (MNs) (data not shown). receptors exist in the spinal locomotor network and that their activation increases the frequency of the locomotor mGluR1 Modulates the Locomotor Pattern rhythm, thus mimicking the effect of mGluR1. (Figure 3) . In control, application receptor antagonists SR141716A and AM251 were ad- Figures 6C and 6D) . Thus, there appears to be a 
